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m m 



5 wm^m 

10 Fa sit, t Nmi^;|fflJ3g-CT>^X^^^LTt#'=>n7tt y ^n-^;i.ia 
^■e^^F a s^^CYonehara S. J.Exp. Med. , 
16 9#, 1 7 4 7- 1 7 5 6H, 1 9 8 9^) {Ci;oT|§it$n, 7#S— > 

^<^^>^'-^ji^mm\zi^mr^mmmmififWs-T:$>^. i toh n. 

ctoT, Fa site^/5^~i7p-->/7^$n, F a S75^11]4 5 kD(D«m±CDM 
15 eKT^D> ^<^T5/^IH^iJji.t>TNFUiryiS'-77$U-{CS-r-5Cci:7&5 
mBMLfz (Cell. 6 2 3 3 - 2 4 3H, 1 9 9 1^) „ ^^c, 

■^-^^XF a sit{5^fc^n-->//$tl. Fas mRNA;^^ -^07.0 
mm. If, m. liPm-r^^^LTV^^dii/i^^'SigS^nfc (Watanabe 

-Fukunaga^, J. Immunol. , 148#, 1 2 7 4- 1 2 7 9 
20 W. 1 9 9 2^) „ 

t HF a s U;^> KfS, Fa s ^^mT ^mmiZKiLXTr^ h->^X^ 

mmr^^i^P^^^tLx, N a g a t amizj:Dm^^nrzifs0^y°9- 
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H-X:&^(Takahashi T. International 
I mmu nology, 6#. 1567-1574H, 1994^) c t 
hF a s 'J:^> Hli, TN F7T 5 ^) -IzMT^^l^mm 4 0 kD<7)II^^ 

5 (Tanaka M. EMBO Journal, 14 #, 1129- 
1 1 3 5M. 1 9 9 5^) o Sfc, thF a s U :^?> h F a s U:^>H 

(S u d a T. ^, C e 1 1 , 7 1 1 6 9- 1 1 7 8H. 1 9 9 3^) 

^ x"^XF a s U :^'> H (T a k a h a s h i T. C e 1 1 , 7 6 
9 6 9-9 7 6M. 1 9 9 4^) tmH^mmzm^XM^^t-'^Oi^-^m 
10 bT430. t hF a s U :^3> HUh hF a s (D^Tnj:<-7C?XF a s 

s"^XF a s U:^'>Hfe, thF a s ^mm.Lx7Tf-h-i^7.^mm-r^^tf)^ 

15 mn^^M/vXi^^ . F a s (DmmP^imi^. WiZ^X}^ > (D e a t h. 

doma i n) tmtn^mm.tmmmLxzy^i-)]^^^m^Tzitmm-r^m 

(ICE) mm^^-)Vy°Uy-T—'\Lf)^F a s =&^T§T# h-->X©'>^'-^;i/ 
20 ifi¥. T4^1 — v-X, !|ttCF a s ^^T^T7}^h-->X.ha^O^ERt/^M 

w.ms$>^m(D^'e.^Mi^m.mz^\^^x. Fas ^^n-r^r^^ h-i/xcDS'^7:>^ 
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(Kay ag ak i N. ^m^^ 28#. 667-675 1996 
5 m o 

i^?ii:a*^Bii^Hg(c;|g^^75t^[; 

$n^t)CDT^^;o^% i^^:^^(Dm'Miz^r,mt^'^n^z.tu<mmizm7r^^ 
20 ^m.^mm\^mmf^mm\tmm-^rixii(b-r. mTLU-^mtn^^mK^ 

14 (De Keyser J., Neurology. 38 #. 371- 
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3 7 4M, 1 9 8 8^) (Dm^Z, ^^JV^m^k (Carp R. I . ^, 
Prog. Med. Viol. . 24 #, 158~177M> 1978^) 

10 1963~1971H 1991^) tmW'btl^:^^. iKT)?^^?^!? 
(Weiner^, Neurology 39 1143 — 1149 M. 

1 9 8 9^) o mi5i(D^mr\t^-e.^mTmm(DTi^W}^m^miz 

10 »J-r^:^^<hUT, Tmmu^'^y (Ben-Nun A^, Nature. 

2 9 2#. 60~61H, 1981^) , Tii)jai^-fey i^' — -7 ^7^> (J. 
Immunol, 1 5 2#, 2 5 1 OM, 1 9 9 4^^, J. I mmu n o K 1 
52 #, 2520 H, 1994 , MP^^^^ (Science, 25 
9#> 1321 M, 1993^), ^y°9- FT±P ^ (I mmu n o 1 . 

15 Today, 1 4#, 6 0 2~6 0 9H, 1 9 9 3^) ^fct^inCD 4in:#:^<^ 

20 TJI^a-r^i:^^1±0^-5>»Ji^« 10-14 0^{Ctt^^i^fcJ:<H(Dfli;^#it5^^cDJm 
it^^&'t^o :lWm^m^E.^^&mmm^ (experimental 
a u t o i mmu ne encephalomye 1 i t i s, EAE) (DW.M 



wo 99/62554 ^ 
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m0k (AD EM) o)mm=E^jutLx^<:^^ibmtimizmn^tiT^rzo :ins 

K. Na t u r e. 3 4 6#, 1 8 3~ 1 8 7H. 1 9 9 0 ^) 0J ^ 

.-^ ^>uia.i.jciu7inc- r ab / r as 'J 7J ^ h ^ft Sr^r L.;c: T^p I — S/T^COglj^ 
IZ'Dl.^TCDmmm^^nh^^. S ameer D. ^(S, \^h^^^mit^(D 
10 •(^^g|5fe{c43l.^T, 5^n^UTmi:^ir^TMfla(CFa s 'J^>H(D^^^. 
:tU3*7^>Hn-tf< ht-Fa s (D^31$igj6^cchlB^L/i (J. Exp. 
Med. , 18 4^, 2 3 6 1-2 3 7 OM. 1 9 9 6 ^) „ K i mb e r 1 y 
A. ^ ( J. I mmu nol. , 158 3096~3099H, 1997 
SD^H an s p e t e r W. ^ ( j . i mmu nol., 1 5 8 
15 3 1 0 0~3103H, 1 9 9 7^) (i. FasS^c«FasU^>K<?Diie6^ 
^^-^"yxxh^^tl^fl 1 p r •^^T.^tz^ts 1 dTryx^mi^fz^^'H. 
mi[:&(Dmmmm-^^ib. Fas/Fas OlJ>]<^^Lrz7^^h-i^XA^^ 

^itmitmzm^r^zt^TKmLtco ei Teen a. ^ cj. 

Clin. Invest.. 98#, 1602-1612H. 1996¥)S:a^- 
20 Suzana M. ^(J.Exp. Med. . 186 507-515 H, 
1 9 9 7^) «|WIi;i p T-^ry^^f^^^g 1 d-rryx^mi^^fc^miimit^CDm 
<^mm^^. Fas/Fas 'J H^^LfcT:^ h-v^XT&^^^tt^iYb^mtCF^ 



wo 99/62554 




PCT/JP99/02818 



6 



^-^ntzF a s/F a s U :^*> Hf3ci;^74^ h- vX^WJ-r^m^j75^\ MBU 
feD. iE^6*)lCF a s $>^\^^\tF a s U :tf> H^:5^mb;t-T'!7Xtl^D^m*^l# 

fe;^^j«j^j:<. ^fcF a s ^] :fy^> }i\zm^-r^^mMhm^-^nT^^m\ 

10 

20 Tt'j:^-^, TIE(^TO • ?^-J^^Ji::MT^fe<^"e^^o 



wo 99/62S54W PCT/JP99/02818 



(2) Huf2T5i^l — i^X^mmr^m^^F a s7>^u'-Xhr$>^ (1) 

mr^w^'$>^ (1) ^tzit (2) {cf3tic(DT^i9^ • 
5 (4) mmy^] — zyx^mmt^mm^F a stmi^ir^^ (d ~ (3) 

(5) mmTyfsh-'>7.^mmr^<^m:^mF a s U;y>Htr[#:T^^ 

10 (1) - (5) (Di^-rn^^izmm(D^m ' mmMo 

(8) TTj^i — i^7.^mmr^!^m^^^r^B^^m^miimm<D^m • 
15 ^m:^mo 

20 Dl^, FL I M5 8©^-y hEAE^-x;PtC*5tt^?SSi©3^cS?im^^-ri^ 
ia2(i, FL I M5 8(D^>y H E AE^T';K;:43frt^MM^>©^g5ei*^^F 
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wmzi^^T^^^mmiz^m'^n^o n^i.<it. m.m^m-^^^uwmzB^x 

^nso ^^^m\tmz\t.m'u?\'^m\t^^fz.mmm.m^^ (Dev i c?i) 
'MMmz^t.^pinbiL.x. nw^\z\t.mmnt\.x^m^-rn(Dmm\z:i6^^^x^ 

MlfilJ^tC^lGu i I 1 a i n-B a r r em^U^ii^^^n^o 

:Ln<b(D^m.\zm^x. 7if^ 1 — i^T.^^m-t^mmt^^mm.xuz.-ox^^^^ 




PCT/JP99/02818 
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Mti^ffOiZiiiF a sTy^-3'—y. K^^-f-'i^-c ^ r, t-_-,._.^. ... _ . ...... 

. CIO— rab'jyv^ ^(/-J*^-□S:Jl^IpJ 

L < «F a s m^^^cht§Sf^ffl-r^ feO. F a s U :^*> H <i: F a s CD^BSf^ 

15 f^fflfi^^t-^feo. ^rcUF a s^^r^7^.h->x(Di.^i-M^mizm-r 
^omi^&oizit. F a s ^^r^T^.h-i^x^mi-r^^^^mr^. 

20 Fas^##:, iaFasta^, iaF a s U ;^'> Fas^L<«Fas'J 
F a s U;^*> K(7)mRNA{C^-r^T>^-fe>X:f J z:'3^ ^ 1/::^^ F a s CD 
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1 0 



m-cm^^^Tts] — zy^.^mu't^mntLx^t. Fas ^^-r^y^i — 

5 *f^i5lt(0^n^'nF a s ^TMF a s U > F ^iaM^t-^ia^^^^W* bV^o 
-^J^tf. b h*5fe<7)F a s Sfc«F a s U ;y > F^tal^cii't-^tn: 

#:-r ;^cj:*^-^tn:t h F a s iii^^rMtfi}:: h F a s U :^*> Ftrt^J&W* UV^o 
taF a s U;9>Hta#:«^7^^tiii*:^fcJ^t h<bta^^7:)W*UV^o 

^^mm'Rzsyu-^^u-'^mm (fr) 7&^'kha5feT\ (cd 

R) m^\:ih^^X$>^m^n^l^^^o $^lC$ff^b<(^. UtiRK (reshaped) 

mKj#i> m^^t'^'y^^i^(^^mi^^^i^ ccdr) hia^^^ffiiitt^ 
mm^^mi)m^^^ mms^ftm.^^u-f^) >(DM6^«^'t4^^< ^f^iii^ssi^tt^ 
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PCT/JP99/02818 

1 1 

STi. *58«TfflU*FasT>^^:.XK«. WO 9 5/ 1 3 2 9 3 ^ii?g 

«. Fab. F (ab' ) , , Fv£tMH«tL«»®Fv*-*«tt£5j;5 

- 1 5 0 0 2). *'iC¥Be8ip5fl9B#TKWK*>bffl^«KK»gL 
(SKS^FERM BP-5 5 3 5) /W 7 .J K-T F 9 1 9 - 9 - 1 8 tc 

15 Aoa^ansv^xF 919-9-1 8K»*t»sLi>MT*s. 

UTf^«f SCt*sm*5. «^(iHIS»SfiiiBiiMW0 9 5/1 3 2 9 3^ii 
SfiROTV09 5/0 2 2 9 0^ii?8^ICfP«Stt*i.eesnT(,>S. 

-CSiir5;ii*ST*«. «;tHHIS»«=aifflaMW0 9 5/1 3 2 9 3^^^ 



wo 99/62554 PCT/JP99/02818 

1 2 

:^mm\zm^^^\:LhitijiWit. R i e c hmann L. ^> Na t u r e> 
3 3 2#, 3 2 3H, 1 9 8 mo 2 3 9 4 0 O^a-o^y/mf^^i^ 

IS, Qu e e nm. Proc. Natl. Acad. Sci. USA, 86 
5 1 0 0 2 9^, 1 9 8 9^, ffl^,#!m^^/^f^WO 9 0 / 0 7 8 6 W 
0 9 2/1 1 0 1 B^^fg, Co^, Proc. Natl. Acad. Sci. 
USA, 88#, 2 8 6 9H, 1 9 9 1 Co^, Nature. 3 5 1 
5 0 IS, 1 9 9 1¥SlIJ^'Co^, J. Immunol. , 14 8#, 1149 

hi^x\t. Bii^«t#i^mMi^pwo9 7/0 2 2 9 o^<Lkm(Dmmm^zm^-^nx 

V^;5-7'^Xtn:#:F9 19-9-1 8trL#:<7)CDR^WT§fc h^biaF a s U::^f> 

:^mmx^m^nxi^^^F asmmmt. ^i>/cC< <bt>F a s U:^*>H<i:(^*Sn 
15 tg^Wr^7&^*^c«F a s ^)^y\i\ZX^Tyf^h'-iy7.^mm-r^h(DX$> 

n\t. ittt^pg^^n^ccv^o /^^(DFasTay^SB^'j^^icm-hoTsy^*^^^ 

^, Bm*fcll#iD^Vi-:'^^ft^<^^^^'^'-' Fa s U;y>H<h(DlS#?£'l4^ 
^t^bfcS^> Fas/Fas U:^>HI^<^^tl^^ffl> #l3Fas^^T^T# 

20 (t runcated form) Fas, i$^^>/^^M 

mo^^n^m-r^MKi. ^<Dmm'^mt)U^^f)^^ inj^tt^^mrnt^'tha* 



wo 99/62554%,^ 
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1 3 

T-^^hhFas-Fc (hFa s-Fc) ^;^>?^tfbn^o F a s 

m.t^:Ltf}^x^^^. mx\mnm'?^m'jkfmo9 5/1329 s^i^^goDH 

. -J -^+lX''->:^/Jt!iP"J'r=?5=>v_rFWCyOte7J»Bi:;®a TLX (/^ 

Sfc, F a s(DN5fe5a(3^^^#-r§F a s^»^fe$f^L<. Z.tl^(Do% 
IIS'fK^^^I#Xllfe^^liW5^mtC^ftL (Sfe##P— 1 5 5 1 4S:D^'^fe# 

^p- 15 5 15), ^^{c^isgg^a^ 6 Bi-^x^mmttij^ibm^^mzWr 

(^f6#^PERM B P- 5 8 5 4&UC§K#^F E RM BP- 5 8 
5 5) •^tlX\.^^±mmt^^t^y°^X^\i (PMI 3 0 4S:D^^pMl 3 1 7) \z 
3-K$nTli^F a s ^^^s h F a s (nd2 9) - F c :fe=j:r/ s h F a s 
(nd2 9) -hinge (SII^#I^ tti^^f^ WO 9 7 / 4 2 3 1 9 
m) ^ftJ<^t:KFa s(Z)N*5gcDlSa;0^62 9#g^T=(7)T^y^^^^ 

C n ^ o T2^Bj$fflS (7) — g|5 ^ § ^ 
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>X:tUrfX^;7|/;r^HS/iHF a s^b<HF a s U :y > HOmRN AtC^ft" 
5 §T>5^-k>X^'Jrf5?^l/;t^F^i, F a s ^fct±F a s U:^f>F(D^^^iqi 

wo 95/1329 3^^$gOll»J2 0 J::P?i^$nTVi^ F a s U:^>HOT 

20 mm\immmmm. ^^hizit'S^^^mzjt^cxmmni m^ni mmni w 
m^^m. mmm^m. p&mm±M. ^^itni ^^m. mim±m. mmm. 
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m 

1 5 

aiii^^ L < itmrnmrnm nmz^^r^ ^itmr-^^. 

5 \^hiz^r^i^^mitm^(Dmm. ¥m^rzm^^yjmiz^r,^u:^^i^ 
1. 0 0 omgXKso^mmx-mmu^wmm^m^r^iitMm^x'h^. ^ 



V. ^ ^ ^lufe/ xv^v^/fGiai c^^Tx^y-'tij^a^jilJRT 

Fa sT>iS^n'-X h, f a s - F a s V :^'> \^(Dm^^mm-r^^m^L<it 

F a s T >^ zf- X h, Fas-Fas U;(f>H m^^^mmr^mmm L<it 

mas '^^^>m^m^^mik^7K^L<immmm(Dmmizmmv. ^^^mz 
ft^i^rmmm±mm^uuxTmm<fr^. ±fz. i^mmizmmnmj^r^tcidiz 

20 fe^li. 
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10 &(D^P5 ' f^mmit. ^E.^^&m.m.^mm\zt^vx=^P3. ^m^tzit^mi^m 

uTizmmm^h-DX. :$imM^^^-D^^^i^&^\zm.m-r^t^^ cn^bi-^mm 
(D—mhvx9^-t^(Dx$>^. :^mM\tzn^\z^r)iuji^^^-^n^^<DXitu 
i\ ^fc. &:r(Dmm\z^^^xm\^^^m^\r^^mfiz^^^xmmtLxm\^^^ 

15 n^m^lzM-^<'h(DX'$>^o 

*^HJ(DtrLF a s U > Hia^:, b hitiKF a s U Kta^S:t/F a s m# 
#:(OMfeS:U«T4^ h-->X WJ^g'I^OT^^^f^tiil^^lfiWO 97/0229 0^ 
^$gS.OT0 9 7/4 2 3 1 9 ^^fg(^«^Jtcr?S*$nTVi^„ 
1 irL-7«i7X F a s U ;9 > FtfL#:(Z){^M, :iMRtJ^'mK 
20 ( 1) trf^'^XF a s U;^*> Hin:#:cOf^^ 

■pr^M"7»^XF a s 'J:^f> KWX 2 (J. Immunology, 1 5 7#. 
3 9 1 8- 3 9 2 4M, 1 9 9 6^) ^^(D'T^ XF a s ^) > \^mm9\-mi^t 
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1 7 

*$Bg/6^e> 7 sY^/m) ^m^Lfz^^ ^m&n^n- nr^iie^^ t hxn 

>y-->3>7T^^- (EF) :fu^-^(DTm\zmT^:/^x^\<^imL 
tc (Mizushima-Nagata. Nucleic Acids 
5 Research, 1 8#, 5 3 2 2H. 1 9 9 0^) „ ±gBy^X5 K^WR 
1 9L«{Ch^>x:7:n^ hL, TOMitCT-^T, F a s U;^>K^^^LT 

10^ fli©W4 0LFL^T;Mx7'AAX:$'-O&T{3iS#L, l^^ftfCP 
10 BSlzmmLrz2xl 0^ fli'^W4 OLFL^STtCtS^LTto ^^{Cl^ 
-^1^, P B S {C!^-/iLfe 5 X 1 0 m<DW4 0LFL$7«;/ h/t^y Kfc:S# 

Ag8-Ul (P3-U1) tmmEi^Vtz. HAT^^i (t^4^-!t>5->-T 

^A-r :/U H- x'F L I M 5 8 
(2) FL I M5 8(7)^MiSctU^lt^ 

/W^U K-VFL IMS 8^tojfii^fl*itijHyb r idoma-SFM (G I 
BCO BRL) ^(Dmm±m^y°n^^y-Atl^A (PROS 

20 EP-A, B i op r o c e s s i ng) TffML, ^^ini^FL I M 5 8 
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2 m.-^OXF a s U ;tf > Hia^:? L I M 5 8 (DM^U.^ 

(1.) y^m 

H'H, Smm^ DBA/l J^':77.*5=l;DCC 3H/HeTr>X (S^^^-r-JU 
X • ^) n-m) ^m^^Tzo ia-^'^X F a s U > Htn:#:F L I M 5 8 ^ 
5 1 0 Omg/S Om 1 g(Dffl*TSflM>0^e>S-^Lfc<. Sfc=i > h □-;i'S1^ 
lIf*^3S:fei^7K&3 Om 1 / k g(DfflaT'm«7;)^e>^-^b/io 2S©I^J^<i:fe 

ifiL/his) > itm^it^^^^ (GOT, GPT, ^s^^) . mm\z^ 

10 (2) 

tit-T'^XF a s U :^J> Firi^^F L I M 5 8^-^ff(DS-^^<D^StiUn, M# 

e^MM jfiL/his) . M^it^e^^M (got, gpt, 

15 ntsi-^^-Dtzo 

mMMS iriV^XF a s U > Fta^^F L I M5 BO^^y hEAE^:-x;i/ (* 
'^f^M^^)i', adoptive transfer model) 

( 1 ) ^ h ft^^5g^T=';KZ)f^^ 
20 1 mg/m 1 (DH 3 7 R a ^1^5Effi^^ ^ 7 n -f > h^^7 v:3.>'^'> 
h (Difco Laboratories®) lOml^lOOO 
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1 9 

(Difco Laboratories tCWML. H 3 7 R a'im^M 

(S i gmaM) ^2. Smgy'ml tr^:^J^olz±m'km.7KizmmL. 
C7)H3 7Ra«g1^^M?^^^i^«e)/i^^7v3./\->hi 1 : HzM^L. )VT- 

itiSti. 1 IMg^, L e w i s 5 Omg/k g(7)^> N/xVUt'^ — 
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